Fibrodysplasia ossificans progressiva (FOP), also known as myositis ossificans progressiva, is a rare autosomal dominant disorder in which there is progressive ossification of the connective tissue of voluntary muscles and ligaments in addition to characteristic skeletal malformations.' A paternal age effect on the occurrence of new mutations in this disease has been suggested by two investigations, one from Germany2 and one from the USA. 3 The present investigation sought to confirm this in FOP patients from the UK and also to determine the prevalence and mutation rates. A paternal age effect has been demonstrated in a number of other autosomal dominant disorders. 7 10 11 It is believed to reflect the pattern of germ cell maturation in the male. In the male there is a continuous division of the primitive stem cells.12 Thus, an initial stem cell mutation would produce an accumulation of mutant genes in the stem cell pool. The spermatozoa are derived from spermatogonia from this pool, and so with increasing age the chance of fertilisation by a sperm which carries the mutant gene will increase. If this is the case then the actual mutation rate is not increasing with age, only the proportion of sperms which carry the original mutation. This does not, however, explain the cause of the original mutation.
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